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BOX m. OBSmiVATIONS WHERE UNITY OF INVENTION IS LACKING 

Group I- Claims I and 2 are drawn to an isolated purified or recombinant complex comprising POSH and POSH-AP wherein the POSH- 
AP is HERPUDl. 

Group U- Claims 3 and 4 are drawn to an isolated purified or recombinant complex comprising POSH and ubiquitinated POSH_AP 

wherein the ubiquitinated POSH-AP is HERPUDl. 

Group Claims 5 and 6 are drawn to purified ubiquitinated HERPUDl. 

Group IV- Claims 7, 8 and 9 arc drawn to a method of identifying or evaluating an agent that modulates a HERPUDl function. 
Group V - Claims 10 and 1 1 are drawn to a method of inhibiting an activity of POSH-AP in a cell. 

Group VI- Claims 12-1 5 a method of identifying a modulator of POSH vdierein a modulator is tested for its ability to ubiquitinate a 
second substrate. 

Group VII- Claims 16 -19 are drawn to a method of identifying an agent that inhibits a neurological disorder by POSH ubiquitination. 
Group Vni- Claims 20-27 and 28 in part are drawn to a method of treating a neurological disorder by inhibiting ubiquitine ligase activity 
of POSH on HERPUDl using siRNA or an anti-sense construct. 

Group DC- Claims 20-27 and 28, 29 in part are drawn to a method of treating a neurological disorder by inhibiting ubiquitine ligase 
activity of POSH on HERPUDl using small molecules. 

Group X- Claims 20-27 and 28 in part are drawn to a method of treating a neurological disorder by inhibiting ubiquitine ligase activity of 
POSH on HERPUDl using an antibody. 

Group XI- Claims 30 and 3 1 are drawn to a method of identifying an agent to treat a neurogical disorder by identifying an agent that 
disrups a complex between a POSH-POSH-AP. 

Group Xn- Claims 32-34 are drawn to a method of inhibiting the progression of a neurological disorder by an agent that inhibits POSH- 
POSH-AP interaction. 

Group Xm- Claims 35, 39, 40 in part and claims 36 and 37 are drawn to a method of testing an agent for use in treatment of a 
neurological disorder comprising contacting cells that produce amyloid polypeptide with siRNA that inhibits POSH activity or expression 
and evaluating the effect of the agent on apoptosis of the cells.. 

Group XTV- Claims 35, 39. 40 in part and claims 36 and 37 are drawn to a method of testing an agent for use in treatment of a 
neurological disorder comprising contacting cells that produce amyloid polypeptide with a small molecule that inhibits POSH activity or 
expression and evaluating the effect of the agent on apoptosis of the cells.. 

Group XV- Claims 35, 39, 40 in part and claims 36 and 37 are drawn to a method of testing an agent for use in treatment of a 
neurological disorder comprising contacting cells that produce amyloid polypeptide with an antibody that inhibits POSH activity or 
expression and evaluating the effect of the agent on apoptosis of the cells. 

The inventions listed as Groups I-XV do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCX Rule 
13.2. they lack the same or corresponding special technical features for the following reasons: The technical feature linking the inventions 
of group I-XV is the use of a POSH polypeptide and/or a POSH-AP complex in identifying agents that modulate POSH interaction or 
ubiquitination, and various methods such as a method of identifying an agent(s) that inhibits a neurological disorder, treating a 
neurological disorder with an agent that inhibits the ubiquitine ligase activity of POSH, inhibiting the progression of neurological 
disorders, testing an agent on apoptosis in cells. However Tapon ct al., 1998 teach that POSH is expressed in the brain and acts as a 
scaffold proteinthat contributes in Racl -dependent signaling functions, including promotion of apoptotic cell death. Tapon et al.. 
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identified POSH as a Rac interacting protein, triggers cell death and stimulates the JNK pathway that Rac specifically interacts with 
POSH. 
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